association between schizophrenia per se and homozygosity for the DRD3 gene.
Inflammatory mechanisms in Alzheimers disease: the role of beta-amyloid/glial interactions JS Pachter
Normal isoform of amyloid protein (PrP) in brains of Despite the enormous strides that have been made in spawning salmon discovering the molecular and cellular factors associa-CJ Gibbs Jr, CL Bolis ted with Alzheimer's disease (AD), its mechanism of A group of chronic progressive, subacute degenerative pathogenesis is not yet fully elucidated. In this inteand always fatal infections of the central nervous sysgrative review, the author discusses the accumulating tem of both animals and humans has been identified evidence indicating the role of immune activity in the as spongiform encephalopathies. The human group of brain in AD. This review focuses on two issues: the transmissible diseases includes kuru, Creutzfeldt-Jakob putative role for A␤ as a stimulus for immune actidisease (CJD), Gertsmann-Straussler-Scheinker synvation and neuroinflammation and the contribution of drome (GSS) and fatal familial insomnia (FFI). The microglia and astrocytes to the inflammatory response infectivity of these diseases seems to be associated with and in mediating neuronal degeneration in AD.
a host precursor protein that is then modified to amyloid deposits in the brain. The infectious proteins are IMMEDIATE COMMUNICATION abnormal isoforms of precursor amyloid protein and are designated as prions; these are thought to be the Dopamine D3-receptor gene variant and cause of 'mad-cow' disease. The normal isoform of this susceptibility to tardive dyskinesia in schizophrenic protein has been identified in the tissues of all mampatients malian species thus far tested. In this paper, the VM Steen, R Løvlie, T MacEwan, RG McCreadie authors report the presence of this protein for the first Long-term treatment of schizophrenic patients with time in the brains of spawning salmon. The detection conventional anti-psychotic drugs is hampered by the of the normal isoform in fish suggests that it may have risk of secondary movement disorders, especially tardthe potential to undergo a rare post-translational modiive dyskinesia (TD). The pathophysiological mechfication, resulting in the conversion to the abnormal anisms involved in the development of neurolepticisoform of the protein, such as occurs in sporadic cases induced TD have not been established, although the of CJD. These findings are relevant to public health inhibition by anti-psychotic drugs of dopamine D2-like because a substantial proportion of salmon sold comreceptors in the brain is probably a crucial factor. In mercially is farm raised. this study, the authors have investigated the genetic variation of the dopamine D3 receptor gene (DRD3) as a putative risk factor for TD, using a sample of 100 sub-ORIGINAL RESEARCH ARTICLES jects from the Nithsdale cohort of schizophrenic patients in the south-west of Scotland. The authors Support for a possible schizophrenia vulnerability found a high frequency of homozygosity for the locus in region 5q22-31 in Irish families Ser9Gly variant (allele 2) of DRD3 among subjects with RE Straub, CJ MacLean, FA O'Neill, D Walsh, TD in both a cross-sectional and a longitudinal evalu-KS Kendler ation, as compared with the relative under-representation of the 2-2 genotype in patients with no or flucTo date, no vulnerability genes for schizophrenia have been unambiguously identified although several tuating TD. This result indicates that homozygosity for the DRD3 Ser9Gly polymorphism (2-2 genotype), but chromosomal regions and many candidate genes are now under scrutiny. The results of many of those studnot homozygosity for the wild-type allele (1-1 genotype), may be a susceptibility factor for the develies have been mixed with negative findings. In this study however, the authors provide evidence for the opment and persistence of TD in neuroleptic-treated schizophrenic patients. The correlation between a seripresence of a vulnerability locus for schizophrenia in region 5q22-31, the same as those in the report given ous motor side-effect (TD) and a genetic marker (2-2 genotype of DRD3) could lead to selection bias in the by Wildenauer et al also published in this issue. They used 265 pedigrees from psychiatric facilities in Iresampling of schizophrenic patients for genetic studies, and may therefore explain the reported, apparent land and Northern Ireland. was a significant association with homozygosity for the Ն5 repeat alleles and factor 1 (drug dependence) Susceptibility to schizophrenia may be conferred by a (P = 0.005), but no association with factor 2 (alcohol small number of genes contributing to the disease in a dependence) or an alcohol dependence summary varying degree. The authors studied candidate genes score. There was also a significant association with the and regions on chromosome 5 for linkage with schizo-IV route of administration of cocaine (P = 0.006) and phrenia by parametric (classical lod score analysis) and amphetamines (P = 0.007). To our knowledge, this is nonparametric (affected sib-pair analysis) methods. A the first gene found to be associated with IV drug use. lod score of 2.0 was detected for the marker IL-9 at 5q31 by multipoint analysis in 14 families. A second Association between the cannabinoid receptor gene sample of 44 families revealed excess allele sharing in (CNR1) and the P300 event-related potential affected sib-pairs. A lod score of 1.8 was obtained JP Johnson, D Muhleman, J MacMurray, R Gade, around the marker D5S399 by affected sib-pair multi-R Verde, M Ask, J Kelley, DE Comings point analysis. The lod score was still positive (1.27), when the four families from the first sample were A decreased amplitude of the P300 wave, a cognitiveremoved from the second sample, in order to have the event related potential, has been reported to be associasample statistically independent as a replication samted with substance abuse. These changes are not due ple. These lod score values do not meet current stanto the effects of the substances themselves since they dards for significant linkage, but are reported to are present in the sons of alcoholics. The P300 wave encourage other research groups to test this chromois involved in the maintenance of working memory and somal region in other large family samples.
the hippocampus is one of the subcortical structures involved in the generation of the P300 wave. Since marijuana intoxication is associated with defects in Cannabinoid receptor gene (CNR1): association with short-term memory, and cannibinoid receptors are IV drug use richly represented in the hippocampus, the authors DE Comings, D Muhleman, R Gade, P Johnson, tested the hypothesis that genetic variants of the canna-R Verde, G Saucier, J MacMurray binoid brain receptor 1 gene (CNR1) might be associated with P300 wave amplitude. Following the demonstration of an association between homozygosity for the Ն5 repeat alleles of the canna-J Licinio, MD Editor binoid brain 1 receptor gene (CNR1), the authors tested
